AMENDMENTS 

In the specification : 

On page 1, line 3. after the title, insert the following: 



--CROSS REFERENCE TO RELATED APPLICATIONS 
This application is a continuation of U.S. Patent Application No. 08/939,874, filed on 

September 29, 1997, now U.S. Patent No. , which is a continuation-in-part of U.S. 

Patent Application Serial No. 08/751,888, filed on November 18, 1996, now abandoned, and a 
continuation-in-part of U.S. Patent Application Serial No. 08/376,701, filed on January 23, 
1995, now U.S. Patent No. 5,795,587, issued August 18, 1998, the disclosures of each of 
which are hereby incorporated herein by reference.—. 



In the claims : 

Please cancel claims 1-45 without prejudice or disclaimer. 

Please add new^ claims 46-136 as follows: 
^ .46. (New ) A drug/1 ipid/polycationic polypeptide salt complex conipmiiig^-df^ 
at least one lipid species^ and^ least one polycationic polypeptide salt, wherein the complex 
has a net neutral or a net negative charge. 

47. ( New ) The complex of claim 46, wherein the complex has a net neutral 
charge. v, \ 

48. (New) The complex of etaim 46, wherein the complex has a net negative 

charge. 

' ' 49. (New) The complex of claim 46 wherein^ in the polycationk polypeptide sah,^ 
arginine residues constitute at loast about 30 % of the amino acid residues, and lysine residues 
constitute levssthan about 5 % of the amino acid residues of the polypeptide. 
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\ 

50. (New ) The complex of claim 46, wherein the complex comprises a positively 
charged surface. 

^L"" .\ 51. (New) A nucleic acid/lipid/polycationic polypeptide complex comprising^ 
nucleic acid, at least one lipid species, and at least one polycationic polypeptide, \yherein the 
complex has a net neutral or net negative charge, and wherein, in the polycationic 
polypeptide, arginine residues constitute about 65 to 75 % of the amino acid residues, and 
lysine residues constitute about 0 to 3% of the amino .acid residues of the polypeptide. 

52. (New ) The complex of claim 46, wherein the polycationic polypeptide salt is a 
sulfate salt. 

53. (New) The complex of claim 46, w^herein the polypeptide salt comprises an 
ion having two negt^tive charges. 

54. (New ) The complex of claim 46, wherein the polycationic polypeptide salt is a 
protamine sulfate. 

- 55. <New> The complex iofcjaint 46, wherein the drug is a nucleic aci<i.- 
^ - " .56. (New) The complex of claim 55, \vherein the nucleic acid comprises an ETA^ 



57. (New) The complex of ciaim 46, wherein the lipid is a cationic lipid. 

58. fNew) The complex of claim 46, wherein the lipid is 3B[N-(N', N'- 
ditnethylaminoethane)-carbamoyl]cholesterol (DC-Chol). 

59. (New) The complex of claim 46, wl^erein the polypeptide is from abotrh20-tn' " 
about 100 amino acids in length. 

60. (New) The complex of claim -^6, wherein the complex further comprises a 
neutral phospholipid species. ^ 

. 61. (New) The complex of claim 55, wherein the ratio of the nucleic ^ 
acid:lipid:polycationic polypeptide salt is about 1 |ag/0.1 nmol/0.01 yigio about 1 ).ig/200 
nnwl/lOO )ig. 



gene. 
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62. (Tvlew) The complex of claim 46, wherein the complex has a diameter of less 
than about 400 nm. \ 

\ 

63. (New) The complex ot\:laim 46, wherein the complex is shielded. 

64. ( NewO The complex of clhjm 46, further comprising a compound comprising 
polyethylene glycol moieties. \ 

65. (New) The complex of claim 50^ wherein the complex is shielded. 

66. (New) The complex of claim 65, wherein the complex comprises a compound 
comprising polyethylene glycol moieties. 

67. (New) The complex of claim 46, further comprising a lipophilic surfactant. 
^ 6<S. (New) A method for producing a drug/lipid/polycationic polypeptide Siilt 

complex of clafm 46, the method comprising combining the drug, the lipid and the 
polycationic polypeptide salt to form the complex. ^ 

6^X (New) The method of claim 68, w^herein the inig, lipid and polycationic 
polypeptide salt are mixed in a ratio of about 1 y^/OC l nmol/0.01 |Lig to 1 ).ig/200 nmol/100 ).ig. 

70. (New) The method gf claim 68, wherein the lipid is a cationic lipid. 

71 . (New) Tbe^ethod of claim 70, wherein the cationic lipid is 3B[N-(N', N'- 
dimethylaminoethane)-carbamoyl]cholesterol (DC-Chol). 

' 72. ( N«w> The method ^f^^idm 6^8, wherern the drug a nuelete ac4d'. 
\ ■ 73. (New ) The method of claim 6^), wherein the polycationic polypeptide salt is a 

protamine sulfate. 

74. (New) A method for delivering drug to cells comprising contacting the cells 
with the complex of claifn 46. 

75. (New) The method of claim 74. wherein the cells are contacted with the 
complex in vivo, the method comprising administering the complex to an animal or human in 
an amount effective to deliver the drug into the cells of the animal or the human. 
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76. (New) The method of clairh 74, wherein the drug comprises a nucleic acid, 
the lipid is 3B[N-(N', N'-dimelhylaminoethan^j-carbamoyl]cholesterol (DC-Choi), and the 
polycationic polypeptide salt is a protamine sulfate. 

77. (New) A drug/lipid/polycationic polypeptide salt complex comprising a drug, 
at least one lipid species, and at least one polycationic polypeptide salt, wherein the complex 
further comprises a targeting factor. 

78. (New) The complex of claim 77, comprising a drug, at least one lipid species, 
and at least one polycationic polypeptide salt in a ratio such that the complex has a positive 
charge excess of lipid and polycationic polypeptide to drug. 

\ ^ 79. (New) The complex of claim 77, wherein the complex has a net neutral or net 
negative charge. 

■ s 

, 80. ( New ) The complex of claim 77 wherein, in the polycationic polypeptide sal^^,^" 
arginine residues constitute at least about 30 % of the amino acid residues, and lysine residues 
constitute less than about 5 % of the amino acid residues of the polypeptide. 

81 . (New) A nucleic acid/lipid/polycationic polypeptide complex comprising a 

nucleic acid, at least one lipid species, and at least one polycationic polypeptide, w^herein, in 

the polycationic polypeptide, arginine residues constitute about 65 to 75 % of the amino acid 

residues, andtysine residues constitute about 0 to 3% of the amino acid residues of the 

polypeptide, wherein the complex further comprises a targeting factor. 
/ 

82. (New) The complex of claim 81, wherein the complex has a net positive 

charge. 

; 83. (New) The complex of claim 81, wherein the complex has a net neutral or net 

negative charge. 

- 84. (New) The complex ot claim 77, wherein tlie polycationic polypeptide salt^i^r^ 
sulfate sah. 
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85. ( New) The complex of claim 77, wherein the polypeptide salt comprisesjiR ron 
having two negative charges. 

86. (New) The complex of claim 77, wherein the polycationic polypeptide salt is a 
protamine sulfate . 

-&7, ^New ^ Thecom^extrf claiTh 77, wherein the drug is a rmeleic aoid: 

88. (New) The complex of claim 87, wherein the nucleic acid comprises an El 
gene. , ' 

89. (New) The complex of claim 77, wherein the lipid is ajcationic lipid. 

90. (New) The complex of claim 77, wherein the lipid is 3B[N-(N', N'- 
dimethylaminoethane)-carbamoyl]cholestcrol (DC-Chol). 

91 . (NewJ The complex of claim 77, wherein the polypeptide is from about 20 to 
about 100 amino acids in length. 

92. (New) The complex of claim 77, wherein the complex further comprises a 
neutral phospholipid species. 

-> 93. (New) The complex of claim 87, wherein the ratio of the micterc 
acid:lipid:polycationic polypq^tide salt is about 1 Jig/O.l nmol/0.01 |u,g to about 1 |ug/200 
nmol/lOO |Lig. 

94. (New) The complex of claim 77, w^herein the complex has a diameter of less 
than about 400 nm. 

95. (New) The complex of claim 77, wherein the complex is shielded. 

\ 

96. (>Jew) The complex of claim 77, fti^her comprising a lipophilic surfactant. 

97. (New) The complex of claim 77, further comprising a compound comprising 
polyethylene glycol moieties. 
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V^98. (New) A method for producing a drug/lipid/polycationic polypeptide salt 
complex of claim 77, the method comprising combining the drug, the lipid, the polycationic 
polypeptide salt, and the targeting factor to form the complex. 

99. (New) The method of claim 98, wherein the drug, lipid and polycationic 
polypeptide salt are mixed in a ratio of about 1 |Ug/0.1 nmol/0.01 ]ug to 1 |ug/200 nmol/100 |.ig. 

100. (New) The method of claim 98, wherein the lipid is a cationic lipid. 

101 . fNfew) The method of claim 100, wherein the cationic lipid is 3B[N-(N', N'- 
dimethylaminoethane)-carbamoyl]cholesterol (DC-Chol). 

^102. <New) The m€tlK>dof claiiix§&, whe-rem^ the A^gis a nuci^icHctti. 
1 ^- 103. (Tvfew) The method of claim 98, wherein the polycationic polypeptide salt is 
protamine sulfate. 

104. (New) A method for delivering drug to cells comprising contacting the cells 
w ith the complex of claim 77. 

105. (New) The method of claim 104, wherein the cells are contacted with the 
complex in vivo, the method comprising administering the complex to an animal or human in 
an amount effective to deliver the drug into the cells of the animal or the human. 

106. (New) The method of claim 105, wherein the drug comprises a nucleic acid, 
the lipid is 3B[N-(N\ N'-dimethylaminoethane)-carbamoyl]cholesterol (DC-Chol), and the 
polycationic polypeptide salt is a protamine sulfate. 

107. (New) The complex of claim 77, wherein the targeting factor is selected from 
the group consisting of modified lipids, proteins, polycations and receptor ligands. 

108. (New) The complex of claim 77, wherein the targeting factor is selected from 
the group consisting of asialoglycoprotcin, insulin, low density lipoprotein (LDL), folate, 
monoclonal antibodies and polyclonal antibodies. 

109. (New) The complex of claim 77, wherein the targeting factor is directed to a 
cell type selected from the group consisting of liver, blood, endothelial and tumor cells. 
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1 10. (New) The complex of claim 81, wherein the targeting factor is selected from 
the group consisting of modified lipids, proteins, polycations and receptor ligands. 

111. (New ) The complex of claim 8 1 , wherein the targeting factor is selected from 
the group consisting of asialoglycoprotein, insulin, low^ density Hpoprotein (LDL). folate, 
monoclonal antibodies and polyclonal antibodies. 

1 12. (New ) The complex of claim 81 , wherein the targeting factor is directed to a 
cell type selected from the group consisting of liver, blood, endothelial and tumor cells. 

1 1 3. (New) A method of administering a drug to a human or animal, the method 
comprising administering to the human or animal a drug/Uptd/polycationic polypeptide salt 
complex comprising a drug, at least one lipid species, and at least one polycationic 
polypeptide salt, wherein the complex is administered intratumorally, intravenously, 
intratracheally, intraperitoneally or intramuscularly. 

1 14. (New) The method of claim 113, wherein the complex is administered 
intraveneously. 

1 15. (New) The method of claim 1 13, wherein the complex is administered as an 
aerosol or liquid solution. 

116. (New) The method of claim 113, wlierein the complex comprises a drug^ 
least one lipid species, and at least one polycationic polypeptide salt in a ratio ^jucfTthat the 
complex has a positive charge excess of lipid and polycationic polypeptrde to drug. 

1 1 7. (New) The method of claim 113, wherein the complex has a net neutral or net 
negative charge. 

1 1 8. (New ) The method of claim i1 3, wherein, in the polycationic polypeptide salt, 
arginine residues constitute at le^ about 30 % of the amino acid residues, and lysine residues 
constitute less than about 5 % of the amino acid residues of the polypeptide. 

1 19. (^Ntw) A method of administering a nucleic acid to a human or animal, the 
method QOinprising administering to the human or animal a nucleic acid/lipid/polycationic 
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polypeptide complex comprising a nucleic acid, at least one lipid -species, and at least one 
polycationic polypeptide, wherein, in the polycationic polypeptide, arginine residues 
constitute about 65 to 75 % of the amino acid residues, and lysine residues constitute about 0 
to 3% of the amino acid residues of the polypeptide; 

wherein the complex is administered intratumorally, intravenously, intratracheally, 
intraperitoneally or intramuscularly. 

120. (^ew) The method of claim 1 19, wherein the complex has a net positive 

charge. 

, ' 121 . (New ) The method of claim U9, wherein the complex has a net neutral or net 
negative charge. 

. 122. (New) The method of claim 1 13, wherein the polycationic polypeptide salt isii 
sulfate salt. 

123. (New) The method ofctetrrt 113, wherein the polycationic polypeptide salt is a 
protamine sulfate. 

^ . '124. (New) The method of c\fim 1 1 3, wherein the drug is a nucleic acid. - 

J 25. ( New ) The method of claim 124, wherein the nucleic acid comprises an E l A " 

gene. 

126. (New ) The method of claim 1 13, wherein the lipid is a cationic lipid. 

127. (New ) The method of claim 113, wherein the lipid is 3fi[N-(N', N'- 
dimethylaminoethane)-carbarrioyl}cholesterol (DC-Chol). 

128. ^New) The method of claim 1 1 3, wherein the polypeptide is from about 20 to 
about 100 amino acids in length. 

129. (New) The method of claim 113, wherein the complex further comprises a 
neutral phospholipid species. 

130. (New ) The method of claim 1 13, wherein the complex has a diameter of less 
than about 400 nm. 
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131. (New) The method of claim 113, wherein the complex is shielded. 

132. (New) The method of claim 1 13, \#ierein the complex further comprises a 
lipophilic surfactant. 

1 33. ( New) The method of claim 113, wherein the complex further comprises a 
compound comprising polyethylene glycol moieties. 

Cl^ ; 134. (New) The method of claim 1 13, wherein the drug, lipid and polycatiquie 
polypeptide salt are present in a ratio of about 1 )ig/0.1 nmol/0.01 jig to 1 |ug/200 nmol/100 

135. ( New) The roethtrd of claim 1 13, comprising administering the complex to an 
animal or human in an amount effective to deliver the drug into cells of the animal or the 
human. 

^ . 136. (New) The method of claim 113, wherein the complex further comprises a 
targeting factor. 
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